SUMMARY Sixty patients with simple dendritic corneal ulceration were randomly assigned to double blind treatment with either acyclovir tablets (400 mg) or acyclovir ophthalmic ointment administered five times daily. There was no significant difference in the proportions of patients healed in either treatment group (88.9% on oral acyclovir and 96.6% on acyclovir ointment). The median healing time was five days in both groups. No systemic or significant local side effects were noted in either treatment group. Trough levels of acyclovir in the tear fluid of those who received the oral preparation were within or above the range of mean in-vitro ID50 levels for herpes simplex virus type 1. We conclude that oral administration of acyclovir (400 mg, five times daily) may be an effective alternative to topical therapy in selected patients.
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Acyclovir is a highly effective antiherpes agent and has a selective action against herpes virus infected cells. ' 2 Jones et al. in 19793 showed that acyclovir was effective clinically in the control of herpes simplex eye infections, and since then it has been shown to be at least as effective as,' or more effective than,'-" idoxuridine and adenine arabinoside, and broadly equivalent to trifluorothymidine'2 in the management of dendritic corneal ulceration. There have been no significant side effects associated with its use, and it has been shown to be an acceptable alternative to any of the other antiviral agents. 13 There is no doubt that the local antivirals available are effective in the management of herpes simplex dendritic corneal ulceration. Nevertheless there are patients who find it extremely difficult to use local treatment, either because they are unwilling to instill medication into their eye, or because they are either psychologically or physically unable to do so. Patients who have Parkinson's disease or rheumatoid arthritis, those who are elderly and unable to perform simple chores, and those whose occupation may prevent them from instilling ointment into their eye during the working day would therefore benefit from a safe, effective oral medication which would be more acceptable and easier for them to take. In addition the use of a systemic antiviral may produce an effect deeper in the eye and might be useful in more complicated forms of herpes simplex ocular disease, such as stromal keratitis or uveitis. Systemic acyclovir has been extensively used in the management of herpes simplex mucocutaneous disease,'4 with remarkably few side effects. It has been shown that in patients receiving oral doses of 400 mg acyclovir five times daily the levels of drug in the aqueous humour were in excess of the normal in vitro ID5( range for herpes simplex virus type 1. '5 A pilot study carried out at the Royal Victoria Eye and Ear Hospital, Dublin, in which eight patients were treated with oral acyclovir for simple dendritic ulceration resulted in the condition healing in all of them. Because of this apparently favourable response a double blind controlled study was set up to compare the efficacy of oral and local acyclovir in the management of simple dendritic corneal ulceration. This paper reports the results of this study.
Material and methods
Sixty patients with simple dendritic corneal ulceration were included in this study, having given their informed consent. Excluded were those who had been treated with antivirals within the previous six months, those who had used topical steroids at any time, and those who had any other associated ocular disease. Also excluded were uniocular patients, children under 14 years, and women of child bearing Treatment groups were compared on entry for sex, whether they had experienced a previous attack, whether there was any uveal involvement, and for ulcer size by a X2 test. A t-test was used to compare the ages of the two groups. The duration and severity of their symptoms and the extent of stromal infiltration were compared between groups by the nonparametric Mann-Whitney U test. The time to healing after starting treatment was compared between the two groups by a log rank analysis.
Results
Of the 60 patients who entered the study three receiving the oral medication failed to come for follow-up, and one was lost from the local therapy group. Statistical analyses showed that there were no significant differences between the treatment groups at entry in any variable (Table 1) except that the group receiving oral acyclovir had a significantly longer duration of symptoms (p<0-05). The duration of symptoms prior to therapy was included as a covariate in a regression analysis for time to healing after starting treatment. There was no relationship (Fig. 1) .
Trough levels of acyclovir approximately four hours after the previous dose were determined. For patients receiving oral acyclovir samples of tear fluid and plasma were obtained an average of four hours after the dose on the second day of therapy and after an average of 9 6 previous doses. Samples of tear fluid from 24 patients and plasma from 26 patients were included in the calculation of mean values (Table 2 Oral acyclovir (Zovirax) in herpes simplex dendritic corneal ulceration ment samples-were obtained four hours after an average of 9*4 previous doses. Samples of tear fluid from 26 patients and plasma from 27 patients were assayed ( Table 2 ). The acyclovir concentration in tear fluid showed extreme variability, ranging from 0*34 to 2068-44 FM, believed to be due to contamination of many of the samples with the acyclovir ointment itself. Plasma acyclovir levels were all at or below the limit of detection of the assay (0.01 FM).
No serious side effects were recorded, and no patient was withdrawn from the study because of adverse effects. In four patients receiving acyclovir ointment large punctate epithelial defects were noted, but in two of these there was coexisting tear film disease. One other patient receiving acyclovir ointment had a minor degree of superficial punctate epitheliopathy. This disappeared quickly and was not considered significant. Some stinging was reported by three patients, two receiving acyclovir tablets and one receiving acyclovir ointment.
Four patients (three who had received oral acyclovir and one who had received acyclovir oint- 
